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In re application: 
Kenshi KAMEI et al . 
Application No. 10/523,585' 
Application Filed: October 24, 2003 

For: THERAPEUTIC AND/OR PREVENTIVE AGENT FOR DEFECATION 
DYSFUNCTION 

DECLARATION UNDER 37 CFR 1. 131 

Honorable Commissioner for Patents 
U.S. Patent and Trademark Office, 
Randolph Building 
401 Dulany Street 
Alexandria, Virginia 22314 

Sir: 

1, Hideki Sato, am an inventor of the above-identified 
application. I am a Japanese citizen, and I hereby declare 
and state that the invention claimed in the subject 
application was established prior to publication of Koga et 
al., which is cited as a prior art in the examination. 

I declare that I received a graduate degree as 
Bachelor of Science and Technology ir. March 1998, from 
Sophia University. 

I also declare that I have been employed' by Chugai 
Pharmaceutical Co., Ltd. , the Assignee of this application, 
since April 1998 and that my present work includes planning 
and implementing clinical studies, preparing reports of 
clinical study results and managing general matters relative 
to clinical studies, at the Head Office' of the Assignee 
located in Chuo-ku, Tokyo, Japan. 

I further declare that I was in charge of implementing 
the Phase I clinical study of GM-611 (i.e. repeated oral 
administration tests ir. healthy adult males) , and preparing 
"Clinical Study Report," a copy of relevant parts of which 
are attached, hereto. As indicated on page 1-2, the last 
line of the report, this report was completed on November 8, 
2001. on the other hand, the citation (Koga et al, Drugs of 
the Future, volume 27, Issue 3, page 255 to 272) was 
published in March, 2002. Therefore, the creation date of 
the clinical study report is ■ clearly prior to the 
publication date of Koga et al. 
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I declare further that the clinical study report 
discloses the subject invention in "12.5,3 Bowel Movements" 
on page 12-8 to page 12-11. The description of Example 4 
and the graph of Figure 7 of the subject specification are 
based on the results of the clinical study disclosed in the 
report. Namely, the subject specification states in the 
beginning of Example 4 that "The acceleratory effect of GM- 
611 on' defecation was studied by repeated oral 
administration of GM-611 in Phase I trials" (page 17, lines 
18 to .20 of the subject specification), and the phase 1 
trials correspond to that described in the Clinical Study 
Report. Further, the specification also states "the average 
daily frequency of defecation was 0.7 in placebo-treated 
group, whereas it was 1.0 in the GM-611 group-treated 
groups" (page 16, lines 17 to 19 of the specification). The 
description corresponds to the result of "Mean number' of 
bowel movements per 'day" {Active drug period, Days 1-10 -(10 
days)} indicated in Table 12.5.3b of the Clinical Study 
Report . 

The Clinical Study Report concludes in the last of 
12.5.3 Bowel Movements that "The results presented suggest 
that GM 611 promotes bowel movements." The report includes 
specific data disclosed in Table 12.5.3a to Table 12.5.3d, 
w,hich fully support the conclusion therein. Therefore, the 
inventors of the subject application had already found at 
the time of completing this report that GM-611 accelerates 
defecation and is effective for treating constipation. 

The Clinical Study Report further states as follows: 

"In all of the active drug groups, the percentage of 
subjects who had bowel movements during the active drug 
period was higher than in the placebo group. There were no 
major differences in the other variables (stool consistency, 
amount of stools, color of stools, and feeling of 
evacuation) between the placebo group and the GM-611 
groups." {Page 12-&, 7 th to 5 th lines from the bottom of the 
report) 

This description corresponds to that of the subject 
specification to read as follows: 

"In contrast, there was no change in stool condition 
between the placebo-treated group and the GM-611-treated 
groups. These results suggested that GM-611 accelerated 
defecation in healthy volunteers (male) without changing 



2009$ 4fl 69 20107* 



V UAS A AND KARA 



NO, 4172 P. 



stool' into a diarrheal form." (Page 18, lines 21 to 26 of 
the subject specification) 

As indicated above, the results of the Clinical Study 
Report indicate GM-611 accelerates defecation without 
changing stool condition, and fully support that GM-611 
accelerates "normal defecation," which term is defined on 
page 10, lines 13 to 22 of the subject specification that 
"defecation occurs without changing stool condition for the 
worse, without increasing the water content of stool, or 
without changing stool into a diarrheal form." Consequently, 
the invention claimed in the subject application is fully 
supported- by the descriptions of the Clinical Study Report. 

I declare further that in light of the foregoing, it 
is clear that the invention claimed in the subject 
application was completed prior to the publication of Koga 
et a J.. 

I declare further that all statements made herein of 
my own knowledge are true and that all statements ■ made on 
■the basis of information and belief are believed to be true; 
and further that these statements were made with the 
knowledge that willful false statements and the like so made 
are punishable by fine or imprisonment, or both, under 
Section 1001 of Title 18 of the United States Code and that 
such willful false statements may jeopardize the validity of 
the application or any patents issued thereon. 
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